'Ql ST VINCENTS
N C C R E D @ HEALTH AUSTRALIA

New wave: Exploring
Emerging Drugs from Clinical
and Consumer Perspectives

Nadine Ezard

Clinical Director and Senior Staff Specialist, Alcohol and Drug Service, St Vincent’s Hospital Sydney
Director, National Centre for Clinical Research on Emerging Drugs NCCRED

Professor National Drug and Alcohol Research Centre, UNSW



Acknowledgement of cot

| acknowledge that I am on unceded
Ngunnawal land, and pay my respects

to elders past and present.



Disclosures

 Employed by St Vincent’s Hospital Sydney into New South
Wales Government health system and University of New
South Wales with a grant from the Australian Government
Department of Health and Aged Care

* Recipient of competitive research funding from Australian
Government

* No commercial conflicts to declare

Thankyou to Brendan Clifford



Outline
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1. What are emerging drugs?



Around 1240 new
psychoactive
substances 2023

UNODC WDR 2024

NPS IDENTIFIED IN MEMBER STATES,
BY EFFECT GROUP, 2010-2022
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Clinical taxonomies

Substance
Use Disorder -
(DSM-5)

;iiset:;;ﬁ ce substance Dependence =
DSM-IV) (ICD-10 & 11)
Substance Harmful
Abuse Substance Use nheatin
(DSM-IV) (ICD-10and 11} substance
Episode of -
Harmful Use
(ICD-11)
Hazardous
Substance Use
(ico-11) |
Low risk use

1 Saunders et al, Curr Opin Psychiat 2017

Hierarchy of substance
use disorder DSM and
ICD (with permission)



2. What drugs are emerging in Australia?



NOVEI OPiOidS: Nitazenes e 22 detections in sentinel emergency

Table 2: Australian Public Drug Alerts for Nitazenes* department toxico—surveillance in EDNA
2022 2623 2024 monitoring

Australian Capital |Metonitazene (23)
Territory * Found in or represented as opioids (heroin,
New South Wales E@odesnilazene (25) | Isotonitazene (26) Protonitazepyne(27) o )

Niazene 25) oxycodone) and non-opioids (ketamine, MDMA,
Queensland Protonitazene (28)
South Australia Protonitazene (29) cocaine, alprazolam, 3C-P)

Nitazenes (30)

Victoria Protonitazene (31) | Metonitazene (32) Protonitazene (33) ° M u |t| ple ro utes Of ad m | N |Strat|0n . Oral
. ’

*Mot all Australian jurisdictions issue public drug alerts

insufflation, inhalation, rectal, injection

DRUG WARNING NSW Health — 24t april  * 17 deaths identified in Australia in recent

Heroin may contain

e ] 2024 coronial review (Darke et al 2024), additional

synthetic opioids)

recent reports from SA and Vic

* Reports of opioid dependence associated with
nitazene use in opioid naive (NSW, unpublished)



Nitazenes

Table 1: Relative potency of selected nitazenes (6)

Nitazene Potency relative to morphine*

Butonitazene 5

Etodesnitazene 70

Metonitazene 100
Protonitazene 200
Isotonitazene 500
Etonitazene 1000

“Antinociceptive potency relative to subcutaneous morphine in mice models (morphine = 1)

6. Ujwvary |, Christie R, Evans-Brown M, Gallegos A, Jorge R, de Morais J. et al. DARK Classics in
Chemical Neuroscience: Etonitazene and Related Benzimidazoles. ACS Chem Neurosci. 2021
Apr 7;12(7):1072-92.



B Feb 2023

DNet

Isotonitazene
Protonitazene =
S
. c
wren Metonitazene &
= 9 .
1,751 nitazene listings Three in 4 nitazene Percentage of all The three most
were identified in listings were advertised nitazene listings from frequently listed
cryptomarkets from as available for delivery Feb 2023 to Jan 2024 nitazenes.
Feb 2023 to Jan 2024. to Australia (n=1362). increased.

Man N et atl. Drug Trends Bulletin Series. Sydney: National Drug and Alcohol Research Centre, UNSW Sydney; 2024.

Available from: https://doi.org/10.26190/unsworks/30235



Novel Stimulants

Butylone, dibutylone,

methylone.

Dimethylpentylone

4-CMC
MFPVP
4FA

dipentylone, pentylone,

23 JAN 2024
COMMUNITY NOTICE -

MFPVP FOUND IN
‘DIPENTYLONE' SAMPLE

A WHITE POWDER SAMPLE cxpaciod Lo contaln dipantylone, was
found 1o contain &-fluro-3-methyl-alpha-PVP (MFPVF)

WHAT 15 MFPVP?

Huro-3-methyl-alpha-PVF i @ cathinane that
e d at CanTEST betors.

1t's ralated to olpho-PVP and MDPY and can potentially produce
strong stimulant offects at low-ose ranges. It has the potential to
Produce a high redasing impulss.

EFFECTS AND SIGNS OF OVERDOSE for MFFVP, 0nd ofhar cothinonss.

TEST ke © cahma

CanTest 23/01/24

NB MA — Australian high rates of disorder

Department ofHealth — Drug Advice (DA-11)
dvice: MDMA other stimulants, hot environments.
January 2024

OFFICIAL

Drug advice
MDMA and other stimulants in hot environments

Nine people recently became unwell after using MDMA at a music event. Some
were also exposed to PMMA, synthetic cathinones and/or methamphetamine

MDMA (‘ecstasy’) is an empathogen/entactogen stimulant with effects including euphoria and increased
sociability, but also increased body temperature, heart rate and blood pressure. Seven people who became
unwell had specialised blood tests, all of which showed MDMA. Six had very high concentrations of MDMA.

PMMA and synthetic cathinones are stimulant drugs. They have some similar effects to MDMA but appear to
have a higher risk of producing unpredictable effects. They are most likelyto be sold as, or mixed into, MDMA.
One person had PMMA and three people had pentylone, dij in blood results

Methamphetamine s a stimulant with effects including euphoria, alertness and sociability, but also increased
bodytemperature, heart rate and blood pressure. Three people had methamphetamine in blood results but do
not appear to have consumed it intentionally.

Consuming these substances at a hot, humid music event will increase the risk of
life-threatening hyperthermia

VicHealth 12/01/24

12 APR 2024
COMMUNITY NOTICE _mms

4-CMC FOUND IN gIGH Dosl.EPMDMAoAND
. d IMETHYLPENTYLONE
MDMA’ SAMPLE FOUND IN ‘MDMA' SAMPLE

A LIGHT GREEN TRIANGLE PRESSED PILL printed with o Tesla notation

30 JAN 20
COMMUNITY NOTICE

1pected to contoin M toxy). was found to contain A RED PRESSED SKULL PILL woighing 602mg expocted to contain
4-chioromethcathinons (4-CMC) MDMA (ecstosy), was found to contain 26% MDMA base (157mg)
WHAT 15 4-CMG? 4-chioramathcathinans Is a synthetic cathinone and the synthetic cathinone dimethylpentylone.

EFFECTS AND SIONS OF OVERDOSE can ba 3imilor (o thoss of ainer Thik GRIGURE of MOMA TG b G7e Shicd £he SOt o

Stimutants, ko methamphatamine, ind cocoine. Cothinones
ik 4-CHAC cary the fis of Gardia events (o.g. heart airack) and someone may usually expect to take,
neurotoxicity. Signs might Include o fast heartiate, dilatad pupifs, a clinicol setting.

high blood. overneating
Same usel Tapars indicate Ihat Gomedon from many SYAIheN MDMA and dimethylpant
Catninanes con fast several days of wesks, and be actompanied by 0d to CanTEST in capsul
insomnia and suicidal ideation. ‘and DMP Is more high ris

creationally or in

ione mixtures have aiso been
orm recently. The combination of
han either substance on its own,

1 y0u think sameons s axperiencg

ey o b T WY TEST 1t © cahma

CanTest 30t/01/24 CanTest 12/04/24




Novel Psychedelics

Psychedeli increasing thir
sychedelic use increasing d -

Drug alert

A pink and white capsule sold as ‘3C-P’ in Melbourne contains the

m Ost common Iy use d i I I ega I potent opioid protonitazene.

© Protonitazene is a novel synthetic opioid that can produce life-threatening toxic
effects in very small amounts

Opioids are central nervous system depressants, typically producing a range of effects including pain relief,
sedation and resgiratory depression (dangerously slow breathing). Res piratory depression often appears more
quickly with novel synthetic opioids (NSOs), increasing the risk of life-threatening overdose.

L]
drue class after cannabis and bt ot 50 e e 1
amounts. Protonitazene has a potency over 100 times that of heroin
@ Be extremely cautious of any pink and white capsules or white powder sold as
‘3C-P’ or a psychedelic - it may contain protonitazene

cocaine
« 2-CB
* 3C-P
e 2-CBvs TUSI (“pink cocaine” in

Australia cocaine, ketamine

? Harms

VicHealth 5/05/24

15 MAY 2023
COMMUNITY NOTICE

I
DRUG COCKTAIL 'TUSI'
FOUND IN '2C-B' SAMPLE

A PINK POWDER SAMPLE purchased as psyched|ic 2C-6 found to contain
a combination of other stimulant and dissociative drugs, Including
ketamine, MDMA & cocaine

WHAT IS TUSI, OR PINK COCAINE? Known a5 ‘tusibee’, tusl’ ar ‘plnk
cocaine’ and known for it's distinctive colouring, it contains a combination
of drugs, often stumulants, & iatives by

oplolds. Tus! (pronounced "2C') was named for containing 2C-8, but when
tested contains a mix of things and daesn't always contain 2C-8.

EFFECTS may vary, due to the contents being a combination of unknown
drugs and amaunts. Know the signs of a stimulant overdose - chest pain,
racing pulse, sweating/overheating, shortness of breath, hallucinatians,
anxiety, paranoia, canfusion & slurred speech - test it before you

take It - start low and go slow - don't mix with other drugs.

I you think someone is experiencing an

overdose or adverse reaction-call 000 (5 TEST 1tk /o
ettty ST rlthe cahma

CanTest 5/05/23

Kl

25C-NBOME and 4-FA

Depactment ofHeath - Diug Advice (DA-12)
Alert: 25C-HBOM e and 4-FA 501d a5 2C.
‘ebruscy 2024

OFFICIAL

Drug alert

An off-white powder sold as ‘2C-B’ contains
two synthetic drugs with a high risk of toxic
effects.

25C-NBOMe and 4-FA are synthetic drugs with
psychedelic + stimulant properties

25C.NBOMe is a highly potent synthesc drug. People who have intentionally
used this substance report it has unpredictable, stimulating psychedelic el
effects The substance has been associated with a substantial number of hospitalisations and deaths
worldwide. Common adverse effects include agtation, aggression. confusion, dangerously high body
temperature and seizures.

4F (-FA)is an ype stimulant with both stimulating and ‘entactogenic
properties. This means it increases sociabiity and empathy, but also elevates heart rate, blood pressure and
body temperature.

Be extremely cautious of any white or off-white powder sold as ‘2C-B' ora
psychedelic - it may contain 25C-NBOME and 4-FA

VicHealth 5/05/24



Novel Benzodiazepines

KI%

12 SEPT 2023
COMMUNITY NOTICE

* Bromazolam

* Bromonordiazepam

CC

ooy

=

BROMONORDIAZEPAM
FOUND IN 'XANAX' SAMPLE

Benzodiazepines tested at CanTEST are often not what they were

sold as. A WHITE PILL SAMPLE with '"MYLAN A4’ printed on one side and a
cross printed on the other, purchased as Xanax (alprazolam), was actually
found to contain bromonordiazepam

WHAT IS BROMONORDIAZEPAM? It's a novel benzodiazepine or "Benzo”,
Benzos are drugs typically used to sedate and treat anxiety. They're
classified as depressants and can have a very long half-life (72+ hours).

EFFECTS of benzos and how long they last vary widely. They may be short
or lang acting, which means you must wait longer intervals befare using
another depressant (72+ haurs in some cases) to avoid overdose. Using
depressants such as alcohol, GHB or opiates with benzos significantly
increases your risk of overdose

23 AUG 2024

CanTest 12/09/23

Unregistered BZDs involved in 8/17
nitazene deaths (Darke et al 2024

DRUG ALERT
N

Australia have been found to contain dangerous
novel synthetic opioids and benzodiazepines
(benzos).

Alert: the pill or drug you are taking may not be what you think it Is.
Drugs have been found in Adelaide that contain very potent opioids,
benzos and animal tranquilisers. These have a high chance of killing

you - even if you are a regular user.

EVEN TINY AMOUNTS OF THESE DRUGS CAN CAUSE
OVERDOSE AND DEATH

DASSA 21/04/24



Ketamine analogues

Increase in imports (seizure) and use (NDSHS,
wastewater)
Analogues emerging (drug checking,
toxicosurveillance) — harms unknown
e 2-FDCK, 2-FDCNEK
2’-Fluoro-2-oxo-PCE / 2F-NENDCK (“CanKet”)
Tiletamine
CanTEST evaluation (2023)
* 57% of 81 samples expected to have
ketamine contained ketamine
Cheqgpoint QLD (2024)
* 92% of 65 samples expected to have
ketamine contained ketamine

RABBITS EAT LETTUCE

|(Ile
4
(PTA)

. EXPEGTED: KETAMINE
‘S DETECTED: TILLETAMINE
& PROGAINE

§ OFF WHITE POWDER

EXPEGTED: KETAMINE
DETEGTED: 2-FDCK

o WHITE POWDER

EXPEGTED: KETAMINE
DETEGTED: 2F-NENDCK

WHITE CRYSTALINE POWDER




3. What are we doing to prepare and respond to
emerging health harms?



Drug Alerts

Volpe et al (2023)

Volpe et . Harm Reduetion Joumal (2023 203 Harm Reduction Journal
itpcici.org/10.1186/512854-022-00716-3

‘We don't live in a harm reduction world,
we live in a prohibition world’: tensions arising
in the design of drug alerts

Isabelle Volpe', Rita Brien™, Jasmin Grigg™, Stephanie Tzanetis®, Siane Crawford®, Tom Lyons®, Nicole Lee”
Ginny McKinnon®, Caitlin Hughes®'", Alan Eade'*'? and Manica J. Barratt/

Abstract

Background Drug akerts designed for health and community workforees have potential to avert acute harms assaci
ated with unpredictable ilicit drug markets, by preparing workers to respand to unusual drug-related events, and
distribute information to service users. However, the design of such alerts is complicated by diverse needs of individu
als, and beoader socio-political cantexts. Here, we discuss the tensions that arose in the pracess of co-desigring drug
alert templates with health and communi
Methods We canducted five in-depth di
drug and urgent care settings. ur aps
matic analysis methads

c ops with 31 workers employed in alcohol and other
ach to analysis was informed by Iterative Categorisation and reflexive the:

Results We identified five key tensions First, there i a need to provide comprehensive information to meet the
information needs of a diverse group of workers with 3 s, whil 3ning alerts to be clear,
concise, and relevant to the work of individuals. Second, it is important that alerts do not create information overload’;
however, itis alsa important that infarmation should be available to thase who want it Third, alert design and dis
semination must be perceived to be credible, to avoid lert scepticism; however, credibility & challenging to develop
in & broader context of criminalisation, stigmatisation, and sensationalism. Fourth, alerts must be carefully designed
10 achieve intended effects'and avoid unintended effects, while acknowledging that it is impossible to control all
potential effects. Finally, while alerts may be intended for an audi heahth and community workers, pecy
use drugs are the end-users and mist be kept front of mind in the design pracess.

The co-design pr

led complexities in lests, particularly in the context of
stigmatised ilicit drug use, workforce diversity, and dissemination strategies. This study has highlighted the value of
developing these important risk communication tools with their target audiences to ensure that they are relevant,
useful, and impactful. The findings have infarmed the develapment of our drug alert prototypes and pravide local
context to complement existing best-practice risk-communications iterature.

Keywords Orug alerts, Early waming systern, Workforce, Drug risk communication, Co-design, Drug checking,
Credibiliy, Stigma, Harm reduction, Tensians

Ilicit drug markets are unpredictable with new sub-
stances emerging sporadically [1] and established
atieend afheatide drugs varying in potency and quality (eg. through

monkabaratign
ullst cf auth

Clear, concise AND relevant for wide range of stakeholders
Minimise alert fatigue AND provide as much information as

possible

Trusted AND credible harm reduction source

Intended VS Unintended effects of alerts

Alerts for workers AND people who use drugs

Brien et al Harm Reduction Joornal 2023, 2001130 Harm Reduction Journal
https:ficiol org/10.1 186/512950-023-00761-6.

R ®
Co-designing drug alerts for health =5
and community workers for an emerging early
warning system in Victoria, Australia

Rita Brien'?, Isabelle Volpe™, Jasmin Grigg'?, Tom Lyons”, Caitiin Hughes®™, Ginny McKinnan?,
Stephanie Tzanetis™®, Sione Crawford®, Alan Eade'®"", Nicole Lee'>"* and Monica J. Barratt ™'

Abstract

Background Alerts about changes in unregulated drug markets may be useful for supporting health and commu
nity warkers 1o anticipate, prevent, and respond 1o unexpected adverse drug events. This study aimed ta establish
factors influencing the successful design and implementation of drug alerts for use in clinical and community service
settings in Victoria, Australia

Methods An iterative mixed methods design was used to co-produce drug alert prototypes with practitioners and
managers working across various alcohol and other drug services and emergency medicine settings. A quantitative
neads-analysis survey (n = 184) informed five qualitative co-design warkshap: otypes were drafied
based on findings and tested for utility and acceptability. Applicable constructs from the Cansolidated Framewark for
Implementation Research helped to conceptualise factors that impact successful alert system design

yet many reparted insus << to this kind of information (54%). W
information-sharing and valued alerts for increasing expasure to drug market intelligence; facilitating communica

tion about patential threats and trends; and improving capacity for effective respanding to drug-related harm. Alerts
shauld be shareableacruss a range of clinical and community settings and audiences. To maximise engagement and
impact, alerts must command attention, be easily recognisable, be available on multiple platforms
printable formats) in varying levels of detail, and be disseminated via appropriate notification mechanisms to meet
th

ted substances can provide rapid, evidence-based drug market intelligenc
on to drug-related harm. The success of alert systems requires adequate planni
n, implementation, and evaluation, which includes consul
to maximise engagerent with informatian, recammendat
cesshu ign have utility 1o inform the developmen

inform preventive and responsive
g and resaurcing to support

ion with all relevant audiences ta understand how
ans, and advice. Our findings about factors impacting suc
l early warni .

Keywords Drug alerts, Harm reduction, Emerging drugs, Early warning systems

i at the erd af the artle

43073 conecio pbkcaon 1073 Open Access

T —




Drug Alert Awareness & Response

Online survey N=567

77% of people had seen or heard about a drug
alert in the past 5 years. When asked about the

most recent alert...

&
82% 58% 35%

saw/heard about it found out about it via found out about it

. X o on their own (not from
in the past year a social media site l
someone else)

m Q&

o, o
58% 65% 36%
; . wanted to know more said it was released
shared information ) )
information after by a government
from the alert

learning about the alert health agency

Responses to the most recent alert

18%

Continued to use but
changed use behaviours

20%

Avoided using drugs
matching the alert

18%

Stopped using this drug
entirely

0 53%
50 /: . . of people who did not
- change their use already

used harm reduction
strategies

of people who changed
their use did so by
practicing safer dosing

Akhurst et al (2024). Informing Drug Alerts in Australia (IDAA) Survey: Awareness of, responses to, and preferences for
communication of drug alerts. Sydney: National Drug and Alcohol Research Centre, UNSW Sydney.



RESPONDING TO NITAZENES

Responding to emerging drugs of concern: nitazenes — 25 September 2023

Presented by A/Prof. Darren Roberts, A/Prof. Jennifer Schumann, and Mitch Lamb. Chaired by Prof. Nadine Ezard.

Responding to emerging drugs of concern: nit... &

-,
- &
H=

05.04.2024

27 March 2624

NCCRED




Expansion of Drug Checking Options

The National Signal Register (NSR)

* National database - emerging drugs, drug trends, risk analysis,
response

“Anecdotal Moderated Contributions System”

* Moderated PWUD/public/clinician generated reports of
unusual/unexpected effects, opportunity for data triangulation,
public health response

?Health laboratory capacity

?Foresighting and scenario planning

?Policy reform

Under Development D



CAUTIONS

*Need for local information (avoid extrapolating
from international and national signals)

e Divert from treatment access

*Divert from responses to high prevalence
substance use

*Learn from the past — stigma, moral panic and
media misrepresentation

Eg Rawestone et al 2020 ANZJPH 44(6):468-475



Conclusions

Emerging drugs of concern to watch
 Synthetic opioids (nitazenes)

* Novel benzodiazepines

e Ketamine analogues

Strengthening timely detection and response matter of
urgency



Health is a state of complete physical, mental and
social wellbeing, and not merely the absence of
disease or infirmity

World Health Organization 1946
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